REMARKS 

Claims 17-18 and 20-38 are presently pending in the instant Application. In the instant 
Amendment, Claim 1 8 has been amended and new Claims 45 and 46 have been added. Support 
for amended Claim 18 and new Claims 45 and 46 can be found generally throughout the instant 
Application and in Claims 1-16 as originally filed. 

In the Office Action issued on 27 March 2008, the Examiner withdrew a previous 
rejection of Claim 17 under 35 U.S.C. § 1 12, first paragraph in light of a an amendment made to 
Claim 17 in the previously filed response. The Examiner also withdrew a previous rejection of 
Claims 39-44 under 35 U.S.C, § 103 (a) since Claims 39-44 were canceled in the previously filed 
response. Applicants are gratefixl to the Examiner's withdrawal of these rejections. 

The Invention is Unobvious 

Claims 17-18 and 20-38 have been rejected under 35 U.S.C. § 103(a) as being 
unpatentable over U.S. Patent 5,091,394 (the '394 patent) in view of Robbins Pathologic Basis of 
Disease (5* ed., pp. 473-476, 519-521, 528-529, and 537-539). The Examiner has asserted that 
at col. 1, line 5 to col 2, line 65, the '394 patent teaches benzoylguanidines of formula I 
(encompassing the presently elected species) as cardioprotective compounds useful in the 
treatment of arrhythmias and angina pectoris. The Examiner has admitted that the '394 patent 
does not teach a method of treating or preventing raised blood lipid levels by administration, to a 
patient in need of such, of a compound of formula I. The Examiner has also asserted that on 
page 473, Robbins teaches that atherosclerosis is a disease primarily of the elastic arteries 
consisting of a raised focal plaque within the iatimae, having a core of lipid (mainly cholesterol 
and cholesterol esters) and a covering fibrous cap. The Examiner also contends that on pages 
474-476, Robbins teaches that hyperlipidemia (hypercholesterolemia and other abnormalities) is 
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a major risk factor in atherosclerosis, and that other major risk factors include hypertension and 
diabetes. In addition, the Examiner believes that on pages 519-521, Robbins teaches that there 
are five mechanisms by which dysfunction of the heart or the overall cardiovascular system can 
occur: (1) disruption of the continuity of the circulatory system (gunshot wound); (2) disorders of 
cardiac conduction or arrhythmias; (3) a lesion preventing valve opening or one narrowing the 
lumen of a vessel which obstructs blood flow; (4) regurgitant flow and (5) failure of the pump 
itself. It is the Examiner's opinion that on page 21, Figure 12-1 of Robbins, the interconnection 
of hypertension, valvular disease and/or myocardial infarction with hypertrophy and/or dilation 
and subsequent congestive heart failure, arrhythmias, and/or neuronal stimulation is shown. The 
Examiner also asserts that: (a) pages 528-529 of Robbins teach that myocardial infarction is the 
most important form of ischemic heart disease (IHD-also includes angina pectoris) in 
industrialized countries and that the incidence and major risk factors are the same for 
atherosclerosis, thus smoking, hypertension, hypercholesterolemia and diabetes mellitus (and 
other causes of hyperlipoproteinemia) are the major risk factors in the development of ischemic 
heart disease and myocardial infarction; and (2) that on pages 537-539, Robbins teaches the 
consequences and complications of myocardial infarction including cardiac arrhythmias, 
pulmonary edema, and thromboembolism. 

In light of the Examiner's interpretations of the teachings of the '394 patent and Robbins, 
the Examiner has asserted it would have been obvious to one of ordinary skill in the art at the 
time the instant hivention was made to use the compounds of formula I of the '394 patent (which 
the Examiner beHeves encompass the presentiy claimed species) in a method of treating or 
preventing raised blood lipid levels, as the methods of '394 patent for treating angina pectoris 
and/or arrhythmias to patients in need thereof would, in the opinion, have significant overlap 
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with the patients as presently claimed, because the Examiner believes Robbins clearly indicates 
the association of atherosclerosis (and its risk factors of hypertension, diabetes, 
hypercholesterolemia etc. . .) with ischemic heart disease (IHD-angina pectoris, myocardial 
infarction, etc. . .). Furthermore, the Examiner is of the opinion that Robbins clearly indicates 
that arrhythmias are intimately associated with IHD and can be both a causal factor and a result 
of IHD. Thus, it is the Examiner's opinion that one would be motivated to use the compounds of 
the *394 patent, which the Examiner believes encompass the presently claimed compounds and 
have already been demonstrated as safe and effective in the treatment of arrhythmias and angma 
pectoris. 

The Examiner has also respectfully pointed out that MPEP § 21 12.01 states: 

[T]he discovery of a previously unappreciated property of a prior 
art composition, or of a scientific explanation of the prior art's 
functioning, does not render the old composition patentably new to 
the discoverer. 

Atlas Powder Co. v. Ireco Inc., 190 F.3d 1342, 1347, 51 USFQ2d 1943, 1947 (Fed. Cir. 1999). 

hi light of MPEP § 21 12.01, the Examiner is of the opinion that the claiming of a new 
use, new function or unknown property which is inherently present in the prior art dos not 
necessarily make the claim patentable, and cites In re Best, 565 F.2d 1252, 1254, 195 USPQ 430, 
433 (CCPA 1977) in support. 

AppUcants respectfully traverse this rejection. In particular. Applicants respectfully 
submit there is no teaching or suggestion in either the '394 patent or Robbins to combine these 
references as the Examiner has done in making this rejection. As the Examiner has admitted, the 
Examiner has admitted that the '394 patent does not teach a method of treating or preventing 
raised blood lipid levels by administration, to a patient in need of such, of a compound of 
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formula L However, the Examiner has asserted that administering a compound of formula to 

treat angina pectoris and/or arrhythmias in patients in need thereof "would have significant 

overlap. . ."with the the instant Invetion because , .Robbins clearly indicates the association of 

atherosclerosis (and its risk factors of hypertension, diabetes, hypercholesterolemia etc.) with 

ischemic heart disease (IHG-angina pectoris, myocardial infarction, etc.). Yet, there is no 

support in either of these references for this assertion. Indeed, quite to the contrary, Robbins 

specifically states on page 476 that: 

. . .demonstration of an epidemiologic association does not 
necessarily prove a pathogenic (causal) relationship. For these 
reasons and because of the overall importance of atherosclerosis, 
its causes and pathogenesis remain subjects of lively speculation 
and controversy. 

Thus, the reference the Examiner has cited in making this rejection actually undermines 
the very assumption the Examiner has made to support combining these two references. 

In light of the above, it is respectftiUy submitted that the instant Invention is not obvious 
to one of ordinary skill in the art in light of the teachings of the '394 patent and Robbins, and that 
in making this rejection, the Examiner has utilized impermissible hindsight in an unsuccessfiil 
attempt to reconstruct the instant Invention from these two references. The Examiner though 
cannot rely on impermissible hindsight to arrive at a determination of obviousness. In re Fritch, 
23 U.S.P.Q.2d 1780, 1784 (Fed. Cir. 1992). The Court of Appeals for the Federal Circuit has 
stated that "selective hindsight is no more appHcable to the design of experiments than it is to the 
combination of prior art teachings. There must be a reason or suggestion in the art for selecting 
the procedure used, other than the knowledge leamed from the Applicant's disclosure." 
[Interconnect Planning Corporation v, Feil, 227 U.S.P.Q. 543, 551 (Fed. Cir. 1985)]. In re Dow 
Chemical Co,, 5 U.S.P.Q.2d 1529, 1532 (Fed Cir. 1988). 
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Hence, since there is no support for the assumption the Examiner has made in making 
this rejection, and there is no teaching or suggestion that motivate one of ordinary skill in the art 
to combine these references as the Examiner has done in making this rejection, it is respectfully 
submitted that this rejection be withdrawn, and that amended Claim 17, Claims 18, 20-38, as 
well as new Claims 45-46 be allowed to issue. 

Fees 

No fees are believed to be necessitated by the instant response. However, should this be 
in error, authorization is hereby given to charge Deposit Account no. 1 8-1982 for any 
underpayment, or to credit any overpayments. 
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CONCLUSION 



Applicants respectfully request entry of the foregoing amendments and remarks in the file 
history of the instant Application. The Claims as amended are beheved to be in condition for 
allowance, and reconsideration and withdrawal of all of the outstanding rejections is therefore 
believed in order. Early and favorable action on tihe claims is earnestly solicited. 
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